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antibody, a method of inliibiling vessel flow-mediated endothelial cell migration of immune cells, and immunosuppression methods 
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m m » 

*rC CD52 mt\^ «t o Pint* T *BIIS $Hfc^ ft *3 «fc Xft <DlZtib<D mMUf&m 

*5§wfix mm.(D, fzm&wiirzjjfe, w^mw^rmm mm^tmrnt 

^mm^b\±. 4C8 ^ J ? refill* (4C8mAb) 3*, fc h T jWJ&jtfjMf 
trBJLbfc (Masuyama, J. et al. , (1999) J. Exp. Med. , 189, 979) 0 T 

^za- breams** x^t^mm^mt t, jmp rt&siii&nn 

TiSrt5tT^3Sjfe"f < , CD 4 &§t£ CD45R0 |§t4 CD26 mf&&(Dm&'(t* 

*y — Tjjaja^s^^iciSjfeiTSi t^*gb;h,Tv^ 0 sp*, N ,4csniAb T*Bua©- 

4C8mAb bTWafitt T *BIJ&«>BizgtBaStt4r $ ft* 

(Masuyama, J. et al. , (2002) J. Immunol., 169, 3710) o T jfoBJISiSr 

CD 3 T h ©^tt-fbtB^jtiiSrfT 5 mmt%(D T JSBJ3S<0*|ltgjc: 

t^t^fi^^-too CDS T h £ bT.#tq>3 5 0KT3 ^t>fc^ 

* , 4C8mAb Id «t 5$ljafcttSiJ$!lSS: £ bT$lt£ U CD4 T M^ML ift&t $ 
ii:/Co ^^(-s CD3 % 4C8mAb O|^]0##lJ$Hc «fc oStt-fbftOjNBJStt in vitro K$$\t^ 
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m * <F> M W- { c -f 5 £ # HP © v' ;* x A £ L T © & & % <D fp > b &} & f"J £ is 5 
3NB/iai¥w— o{3i T jNBJS^fcSo T SNeiia»*^:®J Lt CD 4 HlttO^yW— T JiTOi CDS 

^^PtT^ih-T W^y|4/^-^:J:oT,it I FN- y 5 Thl&M, 

^flZJK^ (central tolerance) £ n^>L £ M?< -5 § BSJ&'ft T #BHS^ n — 

^■<DWV&<DWM (Kisielow, P. et al. , 19S8. Nature. 333:742-746.), MJjfe^i 
(peripheral tolerance) t Vf- «t 5 § BSifttt T £fflJ9£<DJ5&fl& 

( anergy ) CO 1§ ^¥ ( Rocha, B. , and H. von Boehmer. 1991. Science. 
251:1225-1228.; Jenkins, M. K. , and R. H. Schwartz. 1987. J. Exp. Med. 
165:302-319.) POfifi'tt T (regulatory T cell) £ 5t6*lttft#P 

ftij (Shevach, E. M. 2000. Annu. Rev. Immunol. 18:423-449.) <D^M&%n hthX 
Vn§ 0 WBflStt T £fflJ3£ t fi, ^Jit $ tltc T 3NBJte©*ffc^*JfeT?*) 9 s fan T 

f±*5&!>#^7 ^ © £ V 3io T *3 19 % #11 ;Uf_h*£ cD Thl jNBHS*5 «t X* Th2 
#BJ§&£ bT{tffi-r5r £ &*DbtlZ X 0 KftoTtfe. ^u€, JMtH* T SUMS £ L 
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fb#<©jS»* ! fc5iw5"efc5, 0 £W*JH4T#|BJIS«: in vitro 

in vivo }cl^V^T^^O^^J^^^^P$U^7cfiptHi - olllfb ; ar : ^" i~o#fy&i: It 

?£ if (CI <fc o Tffi-* (DffllS^a <t Ltll^ £,fl.T % TV >5 (Roncarolo, M. G. , and 
M.K. Levings. 2000. Curr. Opinion. Immunol. 12 : 676-683. ) 0 

zthb <omw&. t mm<D h£< z fix v ^ 5 $» j&abb j^t 

^Sfc^s CD4 CD25 &§tt-e&3 r. £ t jHBflSiiffl-efc 5 

^ s> h <D CD4 ^tWSi&Bj^ b CD25 &§t£, RT6. 1 &§t£ (7 V V <Df&f& T 

3HBiia©^:ffl^fc3S5i),CD5 3£B§tt.*fc«: CD45RB fig§tt(^ 7^) 3^ b < CD45RC 

m ®j 1* t m m ti £ « « n % # # b ti tz ^ , is m tete z tt r v ^ 5 ^ m , 

CD4, CD25 *tJlB§14-C&5 T ^J&^ffl #flMtH4 T *Bil&<^ — # — £ ft 9 #5 ^ £ 
/5S£pb*T/5lCMofc (Sakaguchi, S. , et al. , 19S5. J. Exp. Med. 161:72; Itoh, 
M. , et al., 1999. J. Immunol. 162:5317-5326; Sakaguchi. S. et al. , 1995. J. 
Immunol. 155:1151-1164; Asano, M. et al. , 1996. J. Exp. Med. 184:387-396; 
Read, S. et al. , 2000. J. Exp. Med. 192:295-302; Salomon, B. et al. , 2000. 
Immunity. 12:431-440; Stephens, L. A., and D. Mason. 2000. J. Immunol. 
165:3105-3110. ) 0 

±tZ<D X 0 (C^r r> * to £ T>* 7 V Y t^*5V^T, CD4 Ht£ CD25 HM4©fM|5tt T M 
tfSEIJt^ftfc— *-C, k Mcfc 5 H#©*BJS ?"^< 2001 ^t^ct 

ft.&Of/l'— ^b^Sftfcfcliat'fcVN (Jonuleit, H. et al. , 2001. J. Exp. 

Med. 193:1285-1294; Levings, M. K. et al. , 2001. J. Exp. Med. 193:1295-1301; 
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Dieckmann, D. et al. , 2001. J. Exp. Med. 193:1303-1310; Taama, L. S. et al. , 
2001. Eur. J. Immunol. 31:1122-1131; Stephens, L. A. et al. . 2001. Eur. J. 
Immunol. 31:1247-1245; Baecher-Allan, C. et al. , 2001. J. Immunol. 
167 : 1245-1253. ) „ CL ft h (Dm^iX^ ^ * X°%B feilt^o CD 4 *3 X X* CD25 <DW& 

& t h mt& jfo. ^ b # m £ ft 7t &h h&m a *■ v > x m * <d m is * ® — 1> — % 

jNBJSSWiStt-fbfiJ^tC^J-i-S^FJCS^tEfe (anergy). 14^^5f4' h^-f 

in v i tr o *3 5 il S T M IS <Bi* 3tft) #J tt&fig *5 J: ti ? - t <D *§t8 ft if © id *5 ^ T 

£*T?©#*£ra«^fc5::£&teS&£ bTV>5 0 SP^s t h fit ifo. a 

flit CD4 fijH4 CD25 T ftMStt* CD45R0 7* ^ V — T ttMS — — & 38 Si b 

t) N CD4 HM£ CD25 T #BJ3S £ Jfctfc b~C HLA-DR # if' <Dfe&4t^ — 1> — O^g 

^Ofife^W^JHHlS (allogeneic mature DC) K: £ 5 SflJSfcfc ^"CKi* CD4 §§t£ CD25 

\Ctt-fZ>^fo<&yim (anergy) ^£ot^o s JrC CD3 tKW t #C CD28 fcvffclJ: -J: S $ 0 
*fJlIL-2, IL-4. IL-15 t£i?<D-y-'C Y * -4 Is&tJBjLZ Z. tX, CD4 |§t£ CD25 ftft& 

T jjilBJSO DNA -&J**Stt?l5* 5* s , CD4 G§f4 CD25 T fflJB^-tfttettX 
ft V \ CD4 &§t£ CD25 &§t£ litntt T jKBHS^T K CD4 &§t£ CD25 l^tt T ^BflS^rfet CD3 
tfZ^-^tlitmM^^fD^^^n (allogeneic mature DC) X o TifoJiSfc Ufc 
»-£\CD4 Bfttfe CD25 §§t£ M ffitfc T M^M^fcT t Jt« UT CD4 &§tt CD25 flR 

<E>, CD4 Bite CD25 ifttpfPtt T JjWflStt IL-10, TGF /3 I <D X t> ^^PfiJtiOir-f h # 
4 is&mtk-f 5 16 *J ^ fc 5 ^ % CD 4 ISft£ CD25 T JiM f-Mi" 5 ±SJa#H^U fEffi 

ztibD-sf h^-r ^te#i-s*idfii#^fit#B*£ftfcv ,k :: wifljftUHicra cd4 

iff* CD25 T ftBAS £ CD4 &§t£ CD25 E§t±PSfit£ T ^j&01&&ttlllJfcffl&ft:P& 

itttpintt t ails $ tLte^?*Jf^3tAy-e«i^ 5 1 © w n feftma 

JE, ffi § ft T V ^ ^ V n © ^ J I ^ t? fe 5 o 
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t.tz-*' $7^$S iUk hJC^oV^T^ IL-10 #^T"C'C0|R)fl^^© (allogeneic) 
$fLWM$i^W\n,^?6<D^l&f&mWm& (allogeneic immature DC) M =t -5 & Y) 51 

U^JM^J;oTi§^$i^aPSp^4T5rflJ3S{-ov^•rl^g^$i^TV^o (Groux, H. et 

al., 1997. Nature. 389:737-742: Jonuliet, H. et al. , 2000. J. Exp. Med. 
192:1213-1222. ) 0 Z h. b COmi&fes Thb Th2 b IZMK V ±A(D IL-10 
£.-f%h<D(D, TGF- jS 1 N IFN-ys IL-5 (DM±fem < ft < , {£ U-<jU(D IL-2 
£U IL-4 ^ML^^ri^tttLtfc'?, Trl Mmtmti-hX^^c Trl 
*BJ3£ t CD4 &§tt CD25 G§<|:£ S3fliH4 T ftfljJS <h fSIlK anergic T'fe 5 T IfflJMflJ 

mwtm&znz iL-io ^ tgf- j3 1 KX^x—nmm^im-vh^o b^u^a* 

Trl ,M i: CD 4 B§tt CD25 &§t£fi«i5t4 T <I*5T ftBJlSl^-tr y Y X*3b 5 

-^^7^*5ctt/7^ h ~C£b ^^l/XV^^f^Sntt T #(BJ]b!-'' — ~%> — ~c s <fo -5 CD4 N CD25 <D 
$&lgL*mm ^LT, U IC^T k^filJfiLfc 6> CD4 CD25 HH4<0 T 

*5 5 CD4 R§tt % CD25 PJttCOptPtt T #fllil&<0 £ tb7c 0 

r ^^'Jlh. CD4 iitt T 5~10%£ £fc S #V£^#^EBJ^ 

H-efo^_h^, i&ttfb • i§M«-^bT^/&^^Xfc3 0 - ©4§^s #C CD3 
^#£^CD28^#Kl £5^81:1:: IL-2, IL-4 * tcit IL-15 ft *f©U->T h*^^ 

&Klftffl#}\z.m< Zb, &tiLt£1&K.]& J $ > &1&}itt'&£lH (GvHD) ^«lft!lWlC«< 
(Hara, If. et al. , 2001. J. Immunol. 166 : 3789-3796; Taylor, P. A. et al. , 
2001. J. Exp. Med. 193:1311-1317.) fah, Mffit£ T M<£&2g#PfiilJf£Jl £rfU/E 
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2 . 4C8 in,B 

-f -5 r. £ «fc 19 % 4C8 SrCj^&fMI - ^/ ^ a — ^-/^#^SflJlWStb7t (Masuyama, 
J. et al. , 1999. J. Exp. Med. 189:979-989 ; W099/12972 -9-42tfR). T jNBJSj&Sifc 

l*9&T~itt;fei'5<BT?ttfc < > CD 4 i§t£ CD45RO Wife. CD26 3&BH4<£>?gteft;^ ^ ]) 

# (mAb) mn&<Dih^ftmm&^<Dmmtenfflitiriz., v hm&. 

W4rt^T^ <^^£4#^lft{-#Pfi5!J1~5 mAb <9 * 4C8 fetJ^fi^cD J; 5 friS^fe 

&m i#^Lbtt^>e 4C8mAb jcj: 9 4C8 ^tUS(©3S3S*rtftfiEU/t 

£ C 5, 4C8 fctHtW: CD3 T 3M{£!i£ < B ^fflflS, NK MBfe, &Wt 

^^^^ft&^IISfcttl&SLU&V^ 4C8mAb J: « Jgffitt T #B 

3 . CD52 (campath-1 fetM) 

Campath-1 fit h Mtt^^ 6 D t 5 7 ^ h^ft: t LT 

Waldmann £> Kl J: o T3S JLStl/fc (Hale, G. et al. (1983) Blood, 62, 873) 0 
Campath-1 (Dfn,m (CD52) fit* < ?F 133 "C fo o 2* N 1991 ^{d Xia b til «t o T^ff*l 
^•^F- £ LT 1^1^: $ tkfc (Xia, M. Q. et al. , (1991) European J. Immunol., 
21,1677). Sfc* Kirchhoff *d J: oTttte&**^h&4#fttt#-?- 1 tt Rjfc $ 
tLfc HE 5 t> CD52 i ^-©^i't'fco t I t ^ 1993 $R ^ £ tt T o 

(Kirchhoff,. C. et al. , (1993) Molecular Reproduction and Development, 34, 

8)0 
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Campath-1 ttl) W?SHJb^i*53S5.L"CV ,k 5 CD52 ^f£^U *tfrfc J: 5 ttlllSIIMI 
fc-5VNtiSL^^6UjNBiatt3N8J!a«* (ADCC) ifaoTlJy^ 

7 y Y^KW- Campath-1G trt h it L 7c Campath-IH Campath (3£^ 

pgu^i!) (Alemtuzumab) B HH1& !> f*JIItf>f&!fc3K£ L T Millennium *± J: "9 ± "HT $ 
JxTV^ (Pangolis GA et al, (2001) Medical Oncology, 18, 99) 0 

T Mkite^T, CD52 SrtfrtM;: J: oTSSflH-S ^ StJDKS^fr&iR Jifr I- 7c 

&&b&1£lsi£#>''**fi&y^&<k&M' i btlZ>k^5*8.& (Hederere RA et 
al.,(2000) International Immunology, 12, 505) ^feS-ftfes $rC CD3 fei-ffcfc -5 V > 

T £fflflS (7^ig5i % n,m-f- 5 t V^ 5 ft & S (Valentin H et al. , (1992) 

Transplantation, 54, 97 N Rowan WC et al. , (1994) International Immunology, 
7, 69) Q b^b CD52 d^b if© «t 5 4V/t/WoTV^©i», * CD52 3&» 

^tefc^SU-CV^Oo «H4£5it1ff-b&te3&5&i~5 CD52 fit-b^ttUS** b^cfcB 
feti/CV^.**: CD52 ^M-r^fei^^^S^J^H £ ftoTl^^^&^ft-^ 

5 3* % ft-?- 0#|flg *5 »t 5 CD52 <D^£f ij tt * td^W ft & ft # V n (Kirchhof f C e t 
al. , (2001) Cells Tissues Organs, 168, 93) 0 

cd52 n 12 t =: y K^e>>fc5-^y^- Kx*fc t> ,gpi t>-# — i 9 ftiji&jRi::&£- 

LTV^o (Xia, M. Q. et al. , (1991) European J. Immunol., 21, 1677) e jfr=f- 
i~£>Z b ftmm~?& V s ^ t ft CD52 <D«£^P1-o#^^/v^V^l^ t 

#fT»l SB&a&S W099/12972 
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m^Xtiik 2 tft&tem 2 - 5 0 3 5 1 4 

itftWrXttiLl Masuyama, J. h % (2002) J. Immunol., 169, 3710 

&1fr&2&2 Hale, G. P>, (1983) Blood, 62, 873 

#&&XtSk3 Xia, M. Q. h , (1991) European J. Immunol., 21,1677 
^ # IrF :£ iSfe 4 Kirchhoff, C ^ (1993) Molecular Reproduction and 
Development, 34, 8 

^#fr^t^5 PangolisGAb. (2001) Medical Oncology, 18, 99 
^^Wf-XW<6 Hederere RA £> % (2000) International Immunology, 12,505 
$¥&Wf-XWl7 Valentin H (1992) Transplantation, 54, 97 
3¥4&W?X1Sk8 Rowan WC b> (1994) International Immunology, 7, 69 
#WW?Xffii9 Kirchhoff C b> (2001) Cells Tissues Organs, 168, 93 



#36 CD52 ^ L 7cfiti5tt T !N|IJI&0^"ftSfl**5 «t tJV* 7c tt±ia*<£3£#& % 

{c#CCD52 fitflc«r^TS6j*^i: LT-g-trE5SSI&fiJt«J Sr«#J"t"S ifcSrIWfctS. 

#!8^#fett, 4C8 W,{$\ZL X ymfflzZfrZ 4C8 ^Jlk:oV^T§£7ftt#f^fTV\ 
mttmtf CD52 ^-efeSi £ ^T^tH UTCo 'fi£3fc£> CD52 ^OV^T£O^OI^btt^ 

CD52 asste-fb T ffflJiaoMinLVrt^lfflJISiS^fiJ^Pip'tt T - 

1 . ACSmtU^f(D CD5'2 T=i=-X h&G%bl£ftk X^X^^Th, ft&nU<Dtz.$> 

-8- 
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2 . 4C8 m,fc£Xt\-<D CD52 T^=-7, V ttlhtfLft b IT^tfo^ l$f5t£ T 'mifo<D 

3 . psptt t mm^mmm^^m^^^T^ h ±ts 2 tsttoi* 

4 . CD3 T h blc^t^ ±15 1 ~ 3 ©V^tL^tc|Bift©ES3ll«aj5fe'K» ; 

5. CDS T=f=^ hflS^C CDS ^Stl«077^ > ±154i5i!c<D 

6 . #C CDS fet#:^ k h -fbfet#:* tt k h m*~? fe 5 , ±15 5 fSifcO EISgjfcaji£&> ; 

7 . 4CS fcfcflcfiJW© CD52 T dt-^ y. &^}$bj$.-£ t Lt^t*, £&gEflBl&£>&jfiL 

8 . CD52 T =f = * h ^£r[ CD52 £tl{££ fcte-^ ©77^>h "C-fc 5 N ±15 1 — 7 

9. £l CD52 k Mb#C#*fctek hin:#:-e*)Ss ±12 8 f5*£<£> ; 

1 O. ±15 fc Mb£t*M s 7 3' ht Mb$rC#: Campath-IH ±15 9 15*6 CD 

£>co, ±15 i ~ l o cz^-f iifr\z.^M.<DW.MU.&%Q ; 

1 2 . &ffilffllfi©*B5K:3&3R1-5 CD52 4C8 trC#:)^<D CD52 T =*" — ^ h Srf^ffl 

1 3 . Pi5t4 T 3NBiaiSgtJg(g|^W*aifty?S'lftS:*-f-5 fc©f$)5, ±15 1 2 fBife 

14. CD52 T=f= ^ hiS^t CD52 Sft:*fctt^077^^ ^ ht'fcS, ±1312 

1 5. St CD52 8t#:;&5 fc MbfctffcSfcfifc h£t#T*fc5, ±15 1 4 fSlfe ; 
1 6 . ±15 fc Mbtftflcas^ Mb£>v($ Campath-IH "CfoS, ±15 1 5f5tfecD^ 

1 7 . ±IB^feflcHej|&0*ffifclS5ii-5 CD 3 K CD3 T =r=* h SrtfUll CL £ 

$ 6 t-g-tf , ±15 1 2 ^fSitO^fe ; 

18. CD3 T h tftfi CD3 #[{$3: 7£^-^C07 7 ^ > b T'fo -5 > ±15 1 7 f 5 
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m<o^m ; 

1 9. #t CD3 fc h4kffi#-&1ti*K htfifcXhZ), _b|B 1 8 f5«o©^& ; 

El 2~l 9 OV^i**b^(c|5<feW^ife ; 

2 1. -tfE^gE*»J!S;dS T ittlJia"Cfc5, JbfS 2 0 |E*fe©;£ifc ; 

2 2. ±|B^6ftjNB|ia*S5|cfl|jfiLJ^^3*-Cfc5 N _h IS 2 1 1B*4 ; 

2 3 . $LmimM^<D CD3 T MBS**? «t IK CD52 T =t=-^ hfflfflctf, ±W$VX 

fT^^o^O-efe-SJblSl 2 — 2 2 CDV^-m^^fS^jO^-^fe ; 

2 4. ft&fflfa^<D CDS T^' — ^ hfljaH:*5 it^ CD52 7 hMfflCtf, ±fcfoX 

IrfrilG ^><DX*$b%> _b|B 1 2~2 2 ©^■f^a^fEtttf^fe ; 

*WiNB*»±3|c*l©fi5fe1toa£a6T?*>5 P * HWFt±UPS£- 2003-95765 -g-Jfefet* 
lC 0^!l#rFtt}|I^ 2003-413786 -5§-£>93jNB#:J8 «t TJV£ fc fiHIra (CfBftfe $ tb5 

Elltt, 4C8 &§t£ ^ a — ^ (D 1 o A U C0S-1 Jig FACS fi?#Tfc£HI T? fe -5 „ 
JzMWt 4C8mAb, flfc&fclT-Y V f 4 7* ^ h o— ;VT'M tfc^ftfc5 0 -ftfe© 

HI 2 te.4CSmAb STttt Campath-1H & CD 3 £ *}dlijflj^ Lfc$fflJS&$s.tn LT CD 4 
If tt T mm<Dtfi CDS #L#:$U»lC .koitfiS & f ^ ^y©® !) i^ta ^ SO^bfc £ 
r 4CSniAb i»JfiJSfc#Jlja*5± Campath-IH M$JftHBJI& t t» f£»P Lfc#fflJjS$tlC 
ft^Wt* CD4 T £fflJS©fct CD 3 JrE#:fiJ^(C «fc 5ii?g£#p$iJ1-<5 - £ Sr^-flD 
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El 3 (3\ 4C8raAb * 7c « Campath-IH »Qfc: <fc 5 CD3 Urtt T ;(«CD hJW flfifrfllR 

tin. ft &1®1&T<D=< ? — ^0^yyi'rt^oaijfeW*J&W'<fcft*-CfcS o 

4C8mAb:iS«fctf Campath-IH <t <bl£ N CD3 »tt T iWlia^art-SjfWllSjejfettSrWfW L-7c 0 
I4ii, 4C8mAb IiJ^iJ^Ji'lBJSS^?^^ ^^i^K^^Wi'J £ffl-<fcjg*T?*> -5 

4C8mAb gijinimfcMtt cd4 nh£ t ftusjft-s- v ^^mnm^fc&mMmtfc&ft ^ 

£pf&IJL7c 0 

HI 5 Campath-IH £r/B V^TR >S Lfcpipt* T jHBI&iC io, T n ^CMfiJ^ CD4 
ittt T jfWJ!a©RjC£;©«I*!lS:WI^<]tJS*-e*)S. Campath-IH gWMJlSte CD4 HH4' 

H6tt,tt CD52 etfr»J# «t 9 If ^ $ tbS Plfitt T &fflJ3£<7} CD8 &§'|± T tRl&XSk 

&v ^^mtg&Ri&Kttirznm&m^tzi&M-ehZo 4C8mAb iijwtKHHia^ cd 

S7li, Campath-IH »JJW#»C«J: <0 frl&mWi± T MJ&<D , CDS &§t£ T 

>-^ 0 ^t§*^^^M-r6«]$!l^P-<7b^^:-efc^ 0 Campath-IH gij]j«l£ «fc 

ID 8 7p irim%.lfc-&<Z> CD4 0M£ T fflBII&d* £>KS«pt4 T JNB IS © If m & IK ^ 7c 

V^. M*©*UfB!lfiH!fe»4lRl*-efeofc. 

H 9 ttv £t CD52 jJiffcliJfiJSfctc: J; 0 fgSg $ tbSfl'sptt T £fflJ3£<7} in vitro ttilHt 

«fc <9 fl8«istt T jHBjaoJtfB^IRft bixfc. 

Ull 0W\ ±&^S 0 g (dayS) t*5»t5W4lSttT3Nlli&©*llft!lTs'-fe-f ©3fe*T? 
Hi lit, !?£^CD52^fcffiJW*&ffiLfc#fc (day 15) £7? P flS t£ T IB J§S © #P f 0 

(cib^UTlH^TfcoTCo 
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m 1 2 i± s Campath-1H I'JjfM^ <fc 9 R^^ttSWtPtt T jNBJS© in vitro tC*5 
ftSJtffi^rP^^ijHiJftT^feSo IL-2 #6Tt^fll:J;ot Campath-1H filjRJft 
*BJia»i 4C8mAb I'JfiJMMI*]^ 10 ffiF^±tCiiffi bfc 0 

013 Carapath-IH BJ^JiRfflJteW^Sf&^WiftOSttSrWI^^iJfe^^ifeS. 

4 

Campath-1H g'JJfclJifc&BJj&te 4C8mAb Mfl»J*3HlJtelRl*R*2:lt«^ t#Pft!l^ttSrift^r b-"C 

0 1 4 tt, TM-jS 1 ftfrS^SB fc % ffi&3E*©#l*i»*J»BJH-bifc SCID -e^^ 

Ckh PBMC © 1 t b < 2X10 7 jg|^m34-eS#s 4C8mAb gijflj^^ «t 9 !M bfc 
PtStt T MM<D 1X10 7 fc b< ti 2X10 7 #I^^4l-e^#. *ytt4 PBMC 4C8mAb gijfij 
SRKlJ; 9ff^bfcS!«5te TjNBJia<D# lXloMHI (^f+ 2X10 7 fH) tr^C-CIIl^F^S-^ 
b * <D fclL <D % Tjk -t 0 

E15I1 TM-/3 1 m^lB J-x ffiS5E*©J*l*j»SrfiSlt b7t SCID 
Jd, t h PBMC (D 1X10 7 t> b < « 2X10 7 fia^m^T^^. 4C8mAb giJijWKl «t (9 If 3t 
UfcflM&tt TUBUS© 1X10 7 ^ b< te2X10 7 ^£#3!fe-ei£-^ fc£VM3:PBMC £ 4C8mAb 
IiJ^J^f- i <9M*U7tfI4i5'!4T^J3S©# 1X10 7 -© (^-f+ 2X10 7 -fH) CTlgI6F*3 

1 1 6 It, TM- /3 1 £rC$:i§:#Ii S fcs ffiS[5E*Oj*Atj|*Srfl8*t b/c SCID -*? t? * 
HI, t > PBMC © 1. 2X10 7 {@$r^4, Campath-IH 'SlJ&tiRK: J; <9 ff^ bfcWfilH* T 
MJ&<D 1. 2X10 7 f@^¥34. £> 3 V PBMC £ Campath-IH giJflJ^tKl «fc "9 fjt3g bfcp 
f5tt TtM<Z)=§- 1. 2X10 7 fSI 2.4X10 7 'il) £r2H b T Jig Ji£ bTh^ V X (Dfc 

j^ts^fcw^fcjte* pbmc m&& j 3-&x*m$) lawit- iit£©#fiiH] 

^Hlfa^bfc^ ■eo^^^gSWtiflcSdS^^b/to — PBMC ffSptt T 

^lS^S^S¥T'«#«^#i¥^IWI«^f«^W)^^bfc 0 ft*3, U94!5ttT*» 
Jia*2!ftSf#l#«: 12 0 g K:#JtftS:?Tofc;/t«> 1 2 0 S £-?b^#:fi*rMl^b-^ 

(21 1 7 tt, TM- jS 1 tt#:S:#a S ^ ffiffc^i^JfcttlftSrflBI* b7t SCID ^ £ ^ 

t r PBMC (D 1. 2X10 7 {@£¥4£s Campath-IH PJJRIftK: £ 5 VIS? bfcWflH* T 

$BJ8S© 1. 2X10 7 {® Sr^^U S VMS PBMC' £ Campath-IH giJfU^K: «t 9 bfcH 

flH4T*BI&©# 1. 2X10 7 {H (-g-ff 2. 4X10 7 <H) bTlffl£ F*3$:^ bfc-v £ ^ 
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&m%7F-f 0 pbmc j^s^sm** 21 0 g^w^Etu bmz 

PBMC t mW& T ^^^S#i¥fi^y^^^q3^:# U7t e 

Ell S fi, PBMC ^^^#1^^^ PBMC t Pfintt T #M ?JI & f¥ <£> £ 

^ om-ft:^ (Wit) oatM^/Tto f^^Pp1©^^-e^M ^fzmfci?<Dm.ffi.m 

^©iiic^i/^, pbmc m^is-^ Cfciu) T?f±, mzmmx^mTmiztevz 
^ & njfc-r s & (Dj&m 

^ !3 $19 * *5 V > X N CD52 T h<tte, t-^^i"^) CD52 feti^ 

tffflts: i: «k 9 > CD52 ^Lfc^J^ft^v-^/^fc^L^M^St^S* 
-T^o CD52 7*—x hMMlz £ <9^2»^n7bv-^"^-7V^ J: <0 % 1) Sf^^BJiS^pfip 

^#^^tL#-5 0 CD52T^-^ Hi, CD52 ^Cj^^^f 7c fi-a-^C IJ ^/V 
F\ i-^fc*> CD52 ^^UTv^t^^i«t5fcb^5^^ *3 <£ T>* CD52 

rot fcoTt, CD52 &'Sft ;v%mM~t%> & <£> "C Hfi ,£ V \ *^^^*5 

V^T'fe^ ^tb^^Cf*»> Skill b<D$g^ (Masuyaraa, J. et al. , 1999. J. Exp. Med. 
189:979-989; W099/12972 t h T ;M L7ctb$3 J; <9 # 

^-LTb^ey ^ n— ^/MtC^/O^ T*H3I&<D in vitro ikW^^^^^^Ji - 5 ^ t 

m^m&-tZ> ZbfcZ 9#<b;ft5s CD52 ^r^-^ Mi#g£^5^f#&^7)s 

* tf ' b ^ £ „ ^tc,Mi$-£^<Dtfim%MU{iL%i&Wi-vffi CD52 tivf£:7 7 > h 
fc*7c, &&W<D CD52 T=?=^ h i: Ittltfcoo 

£7c, ^MPJt-^fflft CD52 7*~* h i: L-T\ 7 j4 t Mb*a#: Campath-IH 
(T \syX<r-f ; Alemtuzumab) ^i|^fb;ft,5o ^ftfc^ Campath {^l^MW) £ 

- 13- 



WO 2004/087210 PCT/JP2004/00-N598 

£R4«¥2 - 5 0 3 5 1 4 dteii^Tl^o 

^— ^>^Vl-±T¥S(C^$^7tb: MfMifrttiSS (HUVEC) £ 

iLftmfeAmmmm&^mftmm$±&^u±>'?—\z 2001 ^ 9^ 26 0#&t-c 

^f£#-S§- FERM BP-7757 T^fE) "9 M^^^oJrC 4CS tfifa%Wt'£-PiM b LT/B 

V K-^ JM-l let >9 g££tL3fci:CD52 H3 — ^ t° h — :7°£rfBISj-r 3 ii) 

-T^y K — =?* JM-l \<l£ <Q 0^$tt-5irC CD52 tfL{$<D*I : mmi&& t h£rC#:(£):7 l^- 
Tomizuka et al. , 2000. Proc. Natl. Acad. Sci. USA, 97:722) ^i^M^^^ b 

*^g0J^^fe{CjoV^T^ CD52 ^^^.-TS^-iSf-fflilS^M Lt, CD52 f;_#DX-T,CD3 
T=*-.X h^^^^r^vl CD52 <7}flSf5t4 T ^I^O^b^^fg*5 J: 

^M-efc^. CD3 &^Zfr\^frm^{5mjK*^MWim&b-tt'l&, CD52 S^LTc 
^^;^;b*£3giJ$iJit115§<!r t£Z> 0 ^:^lffl»^*3V^T. CD 3 U7cfiJ$U3i 
*DX.TCD52 £^L-7c.$lJ$*£^7t "b-TC <b CD52 giJjjM £ ffc-f £ ir # 3 0 
7-js:^|iffl«^^^T CDS T =f=* h <t fis $fc^7rM<7?Stc5 KUbSI b7c CDS #^KlfE 

jb'u cd 3 ^^LfcjRBBart-^offi" 9 , mmm^^^i^m^n^b 

V^5KJS&*lSiBL5 5^5f«rS^-r5o CDS. 7=*=* h LT7^7t^ 

y ^ CD3 taft:, ^J^tf 0KT3 (ATCC CRL-8001) % UCHT1 (B. D. PharMingen) N 
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HIT3a (B. D. PharMingen) tfmfhtlZo &fts <D T jHB/SStiBtg^^t^-t" 

jNU&ttiSS^fr t CD3 J5ft& tit <b Lx CD 3 LfclflJI&pV^Ofll #te 

it % fcfc b-r^T\^-?e0J(c4bMt © CDS T =f = * h fc LT^I"© - £ #T*# o„ 
JM£#J»£«U fc h TjNija^C"JWg$#:Vbeta6. 7 |C*t-f5j5tflc-C*>5 0T145(Posnett 
et al. , 1986., Proc. Natl. Acad. Sci. USA. , 83 (20) : 7888-92) ft ¥&^f bil 
•Oo ^7c, *j|£t£© HLA & © </ HLAft^-ttfifW^y^ V<D C T Y ^ — ft^F 

J: 5 t 5f^^tt|5Efc#<fTt>tl/TV , »S (Yang, G. X. et al. , (2003) Med. Res. 
Rev. 23: 369-392; Aydt, E. et al. , (2002-2003) 70: 297-301; Erin, E. M. et 
al. , (2002) Cuur. Drug Targets Inflamm. Allergy 1: 201-214; Saeki, T. et al. , 
(2003) Curr. Pham. Des. 9: 1201-1208)„ ^EU $T tc\Z. CD52 3* T ^fflj^^^jfc.^ 
F^^^t^M^©- £#93 !iofcr ^ £ 9 „ CD52 Wo^t b 

< fcV h\ iZtcfei&ft^FT h ~b L<i±7y^ =t-^ h^g^i"© £ i: 

£r[ CD52 £n;{:£-efo© Campath-IH (T uyX**"? ; Alemtuzumab) lCOV»TI±i£fc 

fcWaJfcfflyZff^-jjfegfix^^tf (Isaacs, J. D. et al. 2001. Arthritis Rheum. 44: 
1998-200S; Coles, A. J. et al. , (1999) Lancet 354: 1691-1695; Calne, R. et 
al. , (1999) Transplantation 6S: 1613-1616), ^©ft^tfjj^ttffitefc £ -5 ftBJl& 

«**fctt^t#:ft#«ijNBflatt«lia«*»J:i5 CD52 3§giy >-^3*©Bft*T»feS 

(Hale, G. 2001. Cytotherapy. 3:i37-143) e !) WSfc£:Bfc*i-5 £ % jgrinti: 1) ^ 
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L7C Campath-lH <Z?ggfl5f*&fc:*3 , Campath-lH fc£ o T5I 
{gy W^^te^^^^Clfr/to r £: 3* 9»! b A> £ ft o T 9 . Campath-lH & 

SBJ^^SfcT? E 3-6 trMXtb K> , T jNBUS^dSV^T (3 3 Hi jE# 

£ 9 -(£ ^ jji iS !& "C o (Isaacs, J. D. et al. 2001. Arthritis Rheum. 44: 
1998-2008) o i" ft Campath-lH cfcM^^ff it bfcfc£ t> , «Sfeftif©y 

j$Bfe*26*£r J: 5 CD52 iateSrS-^-f^-U^ Campath-lH (D&&bS% 
#t5rt^f ) tiTV>§ 0 fll*.**, t h$af$-?te IgG4, £ ^ £tflc"T?tt . IgGl 

# * t ft: ^ i 5 *e is ft « *s «t rflfi # w & j§£ is is & $ is is v > -y- ^ 7 

fc<5 (Maloney, D. G: ' (1998) "Unconjugated monoclonal antibody therapy of 
lymphoma." In: Grossbard ML, ed. Monoclonal antibody-based therapy of 
cancer. New York: Dekker: 53-79. )„ ^(D X 0 *5WJlSB**«tt3r : * $ fcWfr:/^ 

=7 ^OjtflcSrai^*>'5V>tt-t© J: 5 ft^"? 9 7*<D Fc. ftflf 

t^i^A • S^bfcJt"C\ in vitro X^f£<DlMf«W?£t£^^ y — ^ ^ £ H 

•5o CD52 Sr«3aUTV>*^-^y MfflJ&£ 51 Cr 37^ 1 BtFsM^^ 

— h U * — tfy hjHBJS* 51 Cr "eUHUti- S . - OJHBia*?fe^^CN 96well !7°i> — h 
fcl»«U £t CD52 £ fc hffi^^^»bT 37°C-C-2 0#^'1'^^^^- ht" 
§ e >f hEHdiflf&IIlJRU (Packard)' ft 2f£JB^T 
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37°c-e i Wffl4 i/*c^.^<— hu, z—fy ymyfo^i 51 cr -efliflft-f-s. ^© 

jNMS & ifei*^ 96well 7*U— MclffftU #C CD52 3rCf$£ fc h pfcfi* ik^^ <b £ 

h »y 7° iJ -7 >■ h * H &m v ^ -C _h i* tf ^ $c W * tb 51 Cr (O * V > h *• $J ffSwi 

_t&<Dt&V, Mik^f*)^^^^^ CD52 7*—* V -ar CD52 R: fiMB £ it & 
i fctc J: 9»IH*il50"e, &,&lt^ tffflffl £ tb# 5 c *7c, CD3^CD52t£r* 

T3WJa©iUSl[* $ ffiaS*tLS - -H CO CD3 £ CD52 £ <D|H0#$iJ$f & ^,35 

Sr^Sb^fe^t b T-S-^T-f. 5 glll^, *5«tt^CD52 T^-^ h i: CD 3 T=*— * h 

= - * ^ *s <£ zmffi±m±iM.7k £ *b o # , r *l b f£ $ tt 5 © "C fit ft 
b\ #V^ % CD52 T=?=-x MSStEJfettifc (7U-XK7^) U i&g.ft£#te:_k 
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p^4-~efis filA(-MLt, 1 BftlJ 0. 01mg~1000mg X*fo V % 

fi#El£4HtT&-5--*-5c£j&s-e#5. *lPS4-eii, l ID ft o. 0img~ 

lOOOrag ££T&£K OTM4tftWait(aoTS4t5^t^t^5 0 

iri^tL fcflMsx (i^BJis^fit fltrti *5 p 5 y * ft if co g Bjfejfg 

mcllJfc^tLTV^o jb^fflfaCD 1 S-efc5Wtfc#[Biia (dendritic cell) 

fcA&fttf&S^Jfel^ &#©#rtfcMi~&?&^ 1 b?T:b*t"CV>5 (M. Jefford, et 
al. , The Lancet Oncology, 2: 343-353, June, 200l) o $ jft/fc$&*$#8BJS I- 

CD52 T = — ^ £t>*CD3 T h SrflUB £i±or £ J: 19 , II W T J3S <£> 

©i9/,fl/^^5x^7t^ (ex vivo) ©Zfrfete:, sasw^oanciav^-cMiis* 

5W©^#:rt^<3!>S^.36S, #l*3g£J&^ ttttts' * te^£qtf>Em£ J; o^ffMB ft if 
£ 6 ^ #58 8H fits PSntt T HBIS<0$HU0i8**5 iTJ^/fc b < W:i*Jflfc{Eiift btNn 

CD52 ^^mbTV>oM^^^-fb^#I^^M$-yrT, -tOttSlf^ffl^fctt CD52 

fiJTO^^^ttli-oC: £ \Z X V N CD52 £©fBSftsJB«:}B«H:LT CD52 T*=-* 
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mt&in i ■• 4C8 mjw.(Dmfe 

4CS tfhm^tti~G^ S ? & — IrjUfcfa 4C8 #CfW\ T ftBJ&CO in vitro jkf^S^ 
SrJTOi-S ^ i £\ l-Ti-^SI^bteBJ (Masuyama, J. et al. , 

1999. J. Exp. Med. 189:979-9S9; W099/12972 ^A^) 0 

^-f s 4CS feti^ClE^Olsl^^^^fc^ 4C8#LjfUi, 4C8mAb mtMftf&mft 

CD 3 latt^EBflS^it'fS^tMt Lt cDNA =7 4 Z?? V — ZftM U 7 4 -?7 V — 
& — iit4t3:^?S.^-ti:7c COS-1 *ffl/l££r 4C8mAb MACS (Miltenyi Biotec) ?rffiV^T 

^^iOt f^fgilL^b Ficoll-Hypaque m «t O^^^DlBaS'^^^ <fc "9 3fc 
fft'jfe^-^if Sr^f CD3 I§t4 T £BJ?££3n CD3 #C#: (Miltenyi Biotec) t MACS 
ilrlV^TlItfc, lOMilCO CD3 P^-ft T&BJ§£/^£> RNeasy Mini Kit (QIAGEN Inc) £r 
£!V\ 90/ig RNA £#fc Q poly(A) + RNA fc£ 01igotex™-dT30 < Super > mRNA 

Purification Kit (TAKARA BIO Inc. ) ^18 V^Wi!* L , 90 m g ©i^ RNA 1.7 
ju g CO poly (A) + RNA -ff^fffco CO poly (A) + RNA h Superscript™Choice System for 
cDNA Synthesis (Invitorogen Co. ) £rjl V ^T^J^c Ufc cDNA H7^D-^^Vl--lM 
£k»J^ J: <Q D-'f XftW&ft^, 1Kb ^fe 10Kb <D cDNA ^M^MM^^^t $ — 
pEFISS (Ohashi, H. et al. , 1994. Proc. Natl. Acad. Sci. USA 91 : 158-162) \Z. 
^ n— WfcLfc„ ^©gf, 7X10 6 jSCO^3i^ n— -5 CD3 !§ffi T ffllS* 

5(5 cDNA 9 ^7 y — £#fc 0 

Jbffi^^ ^7 y — <£> LB (Luria-Bertani) ±§^?i£ 500ml h , Endofree Plasmid 
Maxi Kit (QIAGEN Inc. ) £JE V^T 270 n g COT*? 7 * K£#7c 0 i©5^> lOO^g 
•1- 2X10 7 CD C0S-1 JpffllSfd TransIT-LTl (TAKARA BIO Inc. ) ££3 l^T— i^ttt^A 
b7to 71' 77U ^ i§f£^5§S|£ii7C C0S-1 M/j^b 4CSmAb B§t£lfflJ® £ ^ !£ 

£ MACS i; V^Tlf ®£ L7c e 4CSmAb Utt C0S-1 IBJ5S^ Hirt jfe (Hirt B. , 

1967. J. Mol. Biol., 26 : 365-369) 9 37°^ * 5 FarlHllIX L, ;*:fl§ffl (ElectroMAX 

DH10B, Invitrogen Co. ) (C^A bTtg*! X^tzM. * 5 K£_kfB t mW^mM b 
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— V-arlpHiL, ±fB£R8fcte C0S-1 jNBflSfc— igttk:3»A b7t^ N FACSCalibur 
(Becton-Dickinson) 3r|B^T 4C8 o — ^Sr^JglJ b7t 0 *©fe*, 3 fH<Z> 

^ d — vis 4C8 HHitfcsr £36**093 bfc (El Do - 

KM*^ n — VWifeSiB^J* ABI PRISM 3700 DNA Analyser (Applied Biosystems) 
3rJ3^-C&^U BLAST i£=fc 9 u^-^- K-x — ^-<— x<Dfc&&?Titiib 
3 0<Z>^t4^ a — i^tiV^-fiLfc CD52 (Xia, M. Q. et al. , 1991. Eur. J. Immunol. 
21 : 1677-1684) Sr = — K1"5 - £ ^ s b7c c *i£R cDNA & C0S-1 jNBHa"e»^$ 
* 1H t> <C> f* s fet CD52 irCf^-C fc5iiiS*pP>tLT^5 Campath-IH tiott ^fe-fe 
£ tl/fc 0 ^fd, CD52 iiUCGPI 7y^-^y/^STfc5 CD48, CD58, CD59 <D 
cDNA Sr C0S-1 MUfcX*^^ £it,4C8mAb fd io|« FACSCalibur "CAl^f bfc £ 

n ^|^t££ ft t> ^ 4C8mAb a* gpi t^X — ? jnt#ai©4*3ti£rfMft bT v^ft 
v^c idSflMBS^fc (Hl^-^-r)o r^e>^>^^^5)> 4C8 (i CD52 £$fr^ 

gEflSjBI 2 : Campath-IH MMMK «t 5fTOtt T 

CD52 £f trCli* £ -f" 5 ^ 7 ^ P— TvHKtt Campath-IH (C1H) £rBJjftltt£ bTj^fc 
£ 4CSmAb &m\<^fct% t mWZ- CD 4 H&te T HflJ3$a> bfSSfrtt T jNBJ&dSflg& £ 

TT^fS'lfc^ Ficoll-Paque Plus (Amersham Pharmacia) 

«t 5««4giE»'j>fe»c J: 9 *fgjk^5fc£#-l§i b/t. CD4 fi&tt T jNU&tt:. ^jfc. 

jp.^^c«t 9 MACS CD4+ T Cell Isolation Kit (Miltenyi Biotec) ^m^^XHWl 

77° 1/ — h^©^tflE©HtB-fbW:2fe© J; 5 K^To7c 0 PBS £JEl^T 100ng/ml (ell 
bfcin; CDS fetffc (0RTH0CL0NE 0KT3, Ortho Biotech) & 4Swell 7° 1/— h (Costar) 

c^it 4*ci? 24 mn4 ^*=L-<— is 3 ^^n^xm^tvtzWi. pbs&/b^ 

X lOjug/ml b7^. 4C8mAb fc<5 VMS Campath-IH (CAMPATH, Berlex) StIrHX 

lCH*Mfcbfc.' 

tu^O^fitdJ: 9WMbfcCD4-»ttTjNilJBaW:RPMI1640(GIBCO)ti:.1096FCS £ 15mM 
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<D HEPES y< y ~7 t—^& Ltci%M\zmm U -LIB©*- Hfi'fb bfc:/ 
\y— Y \Z 8X10 5 cells/well i:45±5}:iSU CO, 4 > ^ a. * 4" T 37°C 
/5%C0,T*3 BM*(F§|Ufco ^Mf-M^E^ b^# b7c#, ift(-Si^Lt 
24well 7° 1/— h (Cos tar) lc 1 X 10 6 cel ls/well £ ft o =t 5 fcflHI b, I(C 4 B ffl 
$S f IJ Sfc T T* *g £ b T #: it ft m \C b 7c (D & 4C8mAb gij $lj Wc J& *> © V > Ji 
Cariipath-IH lUfiJiigt&ISflS «t bT#UfMT j/ "fer-f b7c Q 

*U#JTy-fe^tt2fe© «fc 5 fcfTofc. 9GwellUJg:7 0 l— h (ICN) CD4 HH4 T 
lX10 5 cells/well & X ftflgj* (5000rad) bfc5fe^'jfa.^^3^ 4 X 10 5 cells/well 
ft U tt CD3 irC^ ar*,M-^ 25ng/ml T?»P It 3 0 P^ig-« b7c„ d © 

(SOOOrad) bfc 4C8mAb SJJflJjftiNBJlS* Campath-IH I'J f (J »B IS 0. 5~2X 

10 5 cells/well T?«fcOQ b fcS¥ t "C [ 3 H] J- % V & ttm b T iMSi* SrW 

flibfc. [ 3 H]^5 S^BUJ&^tt* 3 B i &C 0. 2juCi/well (£>[ 3 H]^S; 

»PbT 8 BfrraftfcilffllfiSrlHliRU ttUSKilfc 5 iZ^^^fc [ 3 H] ^ 5: *J>zs<Dt> b 
^7"^- h (PerkinElmer) r ^ j: 9 ffF-fffibfeo l\m<DTy-£ 

IH 2 *c\^ bfc J: 5 Campath-IH S|jftl$fc$!Bii3tt: 4C8mAb gij $iJi§fc#BJ3£ £ CD4 

B&tt T *BJ9£cD$fc CD 3 #tflMnj*fc: J: 5*«&ifc2H]toJI&###ttte*&*!l b7c„ 

HJifeffl) 3 : Campath-IH (CI 5 CD3 Rftfe T MM^MMM^MMMMM^MM 

4C8mAb ft TV^ CD 3 HM£ T jWJte©Srt^*WJaiS^lJl^ti"5ffll$!l?Stt 

(Masuyama, J. et al. , 1999, Journal of Experimental Medicine, 189(6), 
979-989) ^fdKDia CD52 fet^T fcj?, bft© if 5 **Sr Carapath-1H trJBVTtfcStf b 

CDS Utt T jHBja»i:5|cfi|jfiLW3*^b-^>r oy^7-;^7A^ffi^T CD 3 &§t£ T 
J(WJSlf#£r*>tebfc8L fet CD16 M^iKW- (Advanced Magnetics, Inc.) £r/8^7c 

-t> #7- -f ^-fe 1/ * is a «t 5 MM b 7t 0 

50 m 1/well <D =i 7— -i^^y^SrlkV^ 7c 96well ^ 7° U — h ( Becton 

Di ckinson) \Z. t h J^^ftMjflW £ = >' 7 ^ V \Z. ft © £ "C*&# b 7C 

©*7*;t>ffcftlt, CD3HH4T*Bll&ttM199 (GIBC0) £ 0. 5% BSA SrSfcbP b7c 
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jgt&tpfc 0. 3~3ju g/ml <D 4C8mAb iztclt Campath-IH ^JD^L, 20 ^PAtR; Jbldffhfi 
bTtuMS^fTofCo r. CD CDS R&t£ (3Xl07well) Srfctfle #fc#-i± 

h % 50Xg "C 1 ^WS^ L7c|*s 37«C"C 3 B#Pfl-f ^ =. >' 3 ^3rffV\ 
* CDS Pftt T iPUg £ jfiLWrtASBja*' EDTA T'Mitta#iit, t h jg^MRlfc 

ID 3 |C.^ bfc «£ 5 Id, Campath-IH 4C8mAb IH^fd CD 3 |#t4 T %BB&(Dl&tHj£l'm 
mMfe&ttlffl L-fdo bfc^ot.irCCD52^rC#:-efc-5 Campath-IH f± 4C8mAb £ tC> 

^Kfeflil 4 -1 : fit CD52 jftflggiljfiiaEtd X K> mm £ *l5fMtt T ftffll&cD CD4 Plrtt T mm 

m. CD52 tfhWWmmi^ £ «9«t2»£*LoPfiptt T ^BJ^Tn^J^llifcl^S CD4 
mfe T IffllScD^^^rrpfiJ-ro^^ 5 fr&tkm-fZtcfr, CD4 PJrt£ T &BJ3£?H-^ V ^ 
/^^^KJ^T jyteW £r?Tofc 0 in. CD52 Lt(4 4C8mAb &&.m bfc 0 

T MlilM^I 2 l£^ bfc^fe-Cff* bfc 0 fiJitlMi: bT/BV^cJiiSfc 

te&j&l&wymfatefrn x 5 'fc»*Ufe.5fefiijfiL¥«« , J: 5 macs ^ n if— X 

CD14 (Miltenyi Biotec) £r B V>Tf*|g»i5t#©tfef^^Jl|5* fc^o T sK^T" ^ir 
t')i/ 3 yiao-r CD14 E§t£M£fi$gbfCo CD14 RPMI1640 Id 

10%FCS, 7 — /V (GIBCOh lOOng/ml <D IL-4. 50ng/ml O GM-CSF 

&8§iD bfcJSJ&tdJgSS b. 6well:/V— h (Falcon) Id 3 X 10 e cells/well Tfi 
bt, 5 BIHJJSai^x ***** lOng/ml <D LPS SrS&tJQb* Sid 24 Wjig^^^o 
rm3»**J^»»^«IJiaSr»*Ufc.3SBII&0— o — h * — # (FACScan, 
Becton Dickinson) fl?#f|df£b. J5fcS&*4fcJiiBJia^— # — <0$&L&ft. @ bfc 0 

j^-^y w?Bfcj£ a^JESttJiflfe^ A ^bilLfc CD4 R§& T mm (IX 
10 5 cells/well) £^ft-5S-f£# B WJS Lfcl^S #JE£»«#jWI& (1 X 

10«cells/well) % 96wellUjS^° h (uf 1 U> 4 0ffj«ttfc, CL <D £ # N p 

fin T ^J3a^j)D^^^ofc*J-0S|¥^P«l5f4 T 3«<b It X j»fiBI*(5000ra<i) bfc 
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4CSmAb gU$!l$tffflJIS& l~2X10 5 cells/well "CUbM b/cS£ t T? [ 3 H] f- $ <0 & 

Y?o7to fit, [ 3 h]^^ i?^asjDA»e>jNBteiiiiR*"e<^*ati*M*i ie b# ^ bfc 0 

EI 4 L/c «t 5 (d, 4C8mAb 0J$ flMJ^fi CD 4 RSHSfc T flHJ&ift^ JJ >v«J**gF*lK 
j£ £ j&DH M % fife #6t) #j] $| b „ 

Hjifcfll] 4 - 2 : Campath-IH W1MMJ± «fc 2 MM MILS 1 liM^! CD4 Wsi± T ffl 

#C CD52 Lt Campath-IH Sr/BVvOPM* bTclUffltt T £fflJ3&l31 ioTtTD 

-tlBH»<J 4-1 £ IH1«O^Ffe-e^Jg bfc fc tfi b , 3 Bflt bfc c 

Ei 5 bfc £ 5 tel. Camapth-1H lUflJ^HBlSf* CD4 fi£t£ T *flJS$B<i* y f "*J*ifr 
Ufc^ot, Campath-IH Wl^lWclZ. X <9 MM £ S fHfH£ T £fflJ§£«:, 4C8mAb B4M 

tia e)-fi»*ix5p«ittTiBiia^ra«K: % rn^^iM^ cMm^rmm 

HiSM 5 - 1 : ffi CD52 iri@EW\MWt\Z- <£ VJ§M^J2JSMMi& I IlifgQ CDS fiSte T 
trC CD52 Stfr»JJW*lC«t 9ff2g£*L5fi4fit£ T jHBJ&aST n *tUR*!|j»fc J; 3 CD8 



§§t£ T mmvKJfcfcttlsX ■kttiffl&TFi-frb* 5 ^SrtdWi"**:*, CDS m*. T JNB 
HSJE-fi- J> ^^tig^RJfcT y-fer-f *ftotc 0 m CD52 fefcffc tLtii 4C8mAb ^r^ffi 
bfc 0 

CD8 mi± T $BJ5${2, T^^'JfiL^^^ i <Q MACS CD8+ T Cell Isolation Kit (Miltenyi 
Biotec) %m^TUnnm^(Dm^mWM\^^*JJ^r J 7°^ v"3 ytio 
TfUM bfc 0 pSptt T jNBJ&ttHJfe^J 2 bfc;fr&-C*§3* bit. JPUaMfflflS ttt 
^V^>t¥^S^B^^«Jia^^WJ 4-1 irlH#^^b7c 0 

& % y >- sfc * * «t m # # a ^ e> p $g l fc cds g§ t j& 

(lxlO s cells/vvell) i*4 5!tftt B J&> h II b 7c J£ifc & 5fe J$ & W # *ffl JIS 
(lxl0 4 cells/well)£ 96wellUiiE7 0 Mcflb 3 0 ffiig^ Ltc 0 CL Z> £ # , 
IM'tt T ^BJ3S ^AD XL^^o /t^flSi^ t Plptt T ^fflJ3g t LT X &f$& (5000rad) b^c 
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4C8mAb mmWmm% l-2xl0 5 cells/well X«3 Lfcl¥ t T?[ 3 H]^ ^ ^l^M K> 

LjrpfrJ^'li^M L7t 0 [ 3 H] f- * v : >'lx <0 a^a03t»4±f5HJte^J 4-2t 

Hi 6 (Ctf Lfc «fc 5 4C8mAb I'Jip J$t$BJ!&f3 CDS HH£ T jffflJSSJg^ y 

5 - 2 : Campath-IH gij^ij^^ «fc t? M^^k^MMj^ I lU^TO CDS Utt T jj 

fet CD52 tr[#: i Lt Campath-IH V^Tf§# b fcligptt T /IffllSfC iot^To 

fcfe, CDS &§te T JftBJS&^y ^^iSJ^Tyt^ 3r*Tofc 0 Hg*ra|l;&60>J 5 

El 7 fcjj* L7t £ 5 IC % Campath-IH S'JflJ^MteM^ y y/^^fg'jE&tr^Dli 

Lfc^o x % Campath-IH gUfiJ^C £ «9 $ itopfii5tt T iNBJIStt, 4C8mAb gijfij 

gUfcffil 6 : T g ftMEMMQ CD4 fiSte T jfflj^^ (Dilute T gEJ&OMjg 

T o jLl!RKJt&« <0 CD4 §§fe T ftBjft Kl#C CD52 #C#:IiJ$ Sr*P iSitt £ o X N 
^HiliRlft *#i»JiSH4 £ fc' o fcpftt T JiJS «rfS3M- 5 - £ ^ s WIS "C & 5 ^ if 5 i 

- 1 IZtf IstcJjfe-^mMLtc CD14 BHtflBJSS:, X-VIV0-15 ±£±ft (Cambrex) $C 1% ft& 

i¥Wl<k& § Blfcljt, 100 ng/ml IL-4, 50 ng/ml GM-CSF Ifcfl^iSU, 

6well ^U- hfC 3X10 6 cells/well T* 7 Bfs^fii, jNHJ3$rH]l|g * $5fc#b, HU 

10 ng/ml IL~1 jS (R&D systems), 3 /z g/ml IL-6 y ^fcfcrtJfeNfcl 

X s 10 ng/ml TNF a (PeproTech) % 1 y. g/ml 7° D X ^ ^ 7>^> E2 (Sigma) 

SrSsAD Lfc^iBi^raL-C 1 X 10 6 cells/well X 6well 7V- h fcSS U Hfc 2 

0 Pflt£§§ LT^^^^IM^B^^Ii^ L7c 0 CD4 !§1± CD45RA &§'ft T £ffllSte_h 

IBUjfrM 2 ^|B4fe<75^fet?#l8lb7b CD4 i§f£ T #Biad*fe % MACS CD45RA MicroBeads 
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(Miltenyi Biotec) £JH^T, HMMik%-<DWift^m^lZi£\,^ i?T J y^U? >< 
s ^cJ:oTffML7c 0 

T P ttmfcJfcte X W (D (Dflfp f4 T Ml^te^: <£> J; ? (cfir o 7c 0 Mf&^s A 
fa h mU L 7c CD 4 &§t£ CD45RA (5§tt T (l X 10 6 cel 1 s/well ) . ir & -5 B 

feli Ufc¥3**3fe^*H»4fejfieJ!& (lX10 5 cells/well) tVVfyt (Gibco) 
*3 ct T>* MEM ^&I7 5 y (Gibco) £»P L7c X-VIV0-15 .%J(BtCJBft) It 

24well 77°W— h CiSLfc. 6 B #fflSS£|HjJRU lX10 6 cel ls/well ^ 

fc3«fc 5 KSSBSlU St- 4 B ffl%£ LfcHMS^T n ^^J^ T^mt IT, 

- tf>»j&*aa> e> t iWj&©i£t»&?To tc 0 huh* t M^it m^mmm 2 

Izltf LfrJjfeX'fto 7c a 7c 7c U CD 4 §&t£ T jHBHSOfit? 9t7o T &ffll££r 
J3Wc e *HSibT N »W*Ai6>feW«bfcCD4»*feTaBJte^fcfl«ittTj»BI!a 
^r|3|^b7-c 0 BIT, TuRjfcfe TjRBJS*»fef|i»uytW#ttT3(sfflJia*Tn^tllRS/S: 
&Sf£H£ T ftU& % CD 4 »{£ T iSS^^iibfclitt T jSBja* = ^fn — 

t mm t ib-To 

v ^ 7c fi#t# b a> e> li l 7c * mj&mmwmm , ram = #-c *> -5 $§#t# 

x-vivo-15 J&jr-fe^ tr/n^g t *iK^t 5 y ssjd UTt t> © £rfl! v\ 

as mm 3 b nnt ltc 0 

HI 8 tC^UTc J; 5 fc\ B Id^SSJ&te&V^T, Tn^JIHJSfliT 

^=^T? festive ^^"f-5R^k*5VNT, pWOfttfJSttttlWT-fcofc. 
^±0-4)4^,70 feiUS^ T $D j& 3rC CD52 & ffi V ^ T Sl5p|± T £f 

H;Sfeff!l 7 - 1 : fn, CD52 ^fejjJMMl^ B MM£J±$MM&XMM& in vitro 

£rC CD52 feifriij.fij^fcj; 5 $ n 5 SMHttT IL-2 #&TTt£#1-5 £ 
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#C CDS fefc#:'*5 i D ? 4C8 mAb 3: H«J 2 \^Ui&<D35&X*m^\k b fc :/ 1/ — HC , 
CD 4 lit* T 8X10 5 cells/well <t & 3 «t 5 t-fifS IT 3 0 L-fco * 

fl^JCaBBflSSrlllllX • Sfcf^bfciL 100 U/ml IL-2 (Chiron) •S-^'JgFi&HlSWB LT 
24well M£ 1X10 5 cells/well t 5 «t 5 ^tMb7c 0 2 aM©^*©^, 

*M£[h]UX I, 100 U/ml IL-2 1X10 6 cells/well l:*Si5SSS3K 

Ut, Mfe: 3 13 IW*SF* bfc. f t 8 0 M<D#*^©>NBII&5:Ih]JR b, — £l$£/3v^-C 1 

0 g (Df.rp$ijT (day 8) 2 IdfaflfeO^feT^M b7h 0 2!tC % S 0 Rfl*& 

*i©UBSa©— tPii. ^^Lfc^ibs fit CD3 fit#:*5 «fctMC8 mAb £ H*Nb b7c 7° 
j.-^flr) 3 p m<Di^mtMP\WiTX'<D 4 0 M©*MISrlllfe0y 2 b^c^^T? 
V ^ N mhtlf^mS^^m^X 2 @|©WJ7j't^ (day 15) ^rllJfe bfc 0 
i: Lt,** 3 0|A»68B B*t?©JWMSr IL-2 ^F^ifc 5^i^tt± 

[n 9 ^^u/c i 5 il-2#st-c 5 b p^ttsr tiaot, 10 

t 101 (DtfsmT (day 8) ^|&i£K:$fc^-CMJfli!l # < b 

X^tCa b^L-ft**^ Hi i&c^b7cJ;5^> r ©jHeflStc^^fit CD52 &#B!l$U 
ifr£Jfebfc^©>2|D g (D&fflT y-fe'f (day 15) T^MU^t*©©^;^ JL btbfco 
15 0 f a 1©^i«f B niIJaitt 30 ffiFKHHJD b7c Q 

gglfeflU 7 - 2 : Campath-IH jUMMi^ 9 MMMk^MISJi 1 Mi&© in vitro £ 
fit CD52 fitf£ t LT Campath-lH£j^Tti^bfcP^4TftB^<b IL-2#^TTr 

U.SJjpJttti LT Campath-lH(30/x g/ml 100 /i g/ml dT^l/- Hc@*@-fb) 

•Ir ffi ^7c 0 * fc, IL-2 #^TTr©if »i r ©HJfefliJ-CW: 4 0W» flif&l T s> ir 

it dayl 4 -C<0*5*Jfc bfc. IL-2 #Ss2JQ»M4Rtt1\ SlJfcfcJ 7 fH^^giJfiJ^ £ b 
T 4C8raAb t>©£2*fil^£ b7t 0 Campath-lH (4 4C8mAb fcLSfc^TiSttteti 

-26- 



WO 2004/087210 



PCT/JP2004/004698 



m^it<DB(D^^t LX 30^g/ml 6 100,ug/ml t H^^Ml^ &WtJ£ Ltc a 
012 \Ztf X^tz. 5 ^ IL-2 ffaTT©fiC =fc o T Campath-IH W\MWi1m?& 

Campath-IH iUjl«*fflj]S«: 4C8mAb mM^B^mm^^r. t^'PftJ?£tt It 
We 

b^oT. IL-2 #^TT-co±iiliItt{-tri: CD52 tfiftwmWL&WL V <t J; 

^fegij 8 - 1 : SCID g » ;* ^<Z> fc h ^MiPJlA£ «t -5 ^ 5 IfegEfEJg g>B8igi5t& I 

SCID-^r>^ (6 sift, 0*^l^7^e)A#) te*tU NK SNBJiaolSttSrWl 

ffcl b fc h «r£# b^-f <t-5fcftfc IL-2 g^ft: j3 <H*fR»"f S TM- j8 1 

(20/ig/^!>^, Pharmingen) £r k MffllS^Afu B U t hiHBJJS^ 

A B tltlEt (2. 5Gy) ©2ft**itfcS:J!SI* U-fcflK fc MBJStf^A&fTo fc„ teflt 

A^b77x 1^— J:oTT^5lb7t5^tljfiL^ Lymphoprep (AXIS-SHIELD) Id 

J:5tt:a:j*'i>*fefc«to-c#^k¥«jNBlia (pbmcK * fctelH— K-J— <£> pbmc t>*t>m 

MM 2 lJHB*fe<^^fe"e^BI bfc CD4 i§t£ T &BJ^ 4C8raAb • L/C (H 

Jfe^J 7 -e^L7C^fe^ <fc 5) Pfintt T ^Bj^&JlS.bs PBMC 1X10 7 h b< « 2X10 7 

iHSr^3!fe-eS#N ptptt 1X10 7 b< H 2X10 7 ffi&iiMarcit^, *fcHt PBMC 

t as as i4 t jnbis# ixio 7 f@ (^tf 2xio 7 fii) & m dtkes* »:■£■*- o #s¥ & k h- /t. 

j e©flfcfc^3HBia^^A»*ria:»t/t:./«C*5;^A b/c PBMC £r#C CD 3 #C#: (Pharmingen) 
"C^-fe L FACSCalibur flow cytometer (Becton Dickinson) \Z.XMfc~t~ <5 ^ £ 
«fc D.PBMC CD3 ^§'14 T ^BU3&C§!) n^fis 42%~C&><5 i: ^cr^tfE L.~CV^<5 0 

30 STfl-lTofCo 

tm-j8 1 fct^S-^b/c scid -e^^ie: t h pbmc ^lirtg-^to <b N -^^^1^ 

b*§§*Et:i-3 ci t *^mz.mm\^x^z> 0 ^m<Dnmz-#>^x-k pbmc st^sbt? 

1X10 7 h b < W: 2X10 7 #|^A £ ^L7c-7 £ * ft, 2iIftMtefl£»CfTo fc#*ti»flSI#K: «£ 
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ffi 2 5iraT*5Et L7c (HIl 5 ). — Ptpt£ T 1X10 7 tKfi 2X10 7 

^fiSr^ L**s (B14), ±#J# 30 S MOlR&MMafcT bfc' (El 1 

5 ) 0 pbmc tm%vi± t &ua£r2£ i:tS#$ftt»"ett, pbmc m«£AS¥£ <9 

Stl-T 3/5 W^Et bfc#^ io© 2/5 W*1ft*38Mil*TB#* U PBMC 

Steffi fcCDWt £ <9 -b^Mte^ftM-S: (Logrank test £^bfc (HI 

1 5) 0 

8 - 2 : SCID -v r> ^ fc fc ^MigJb5J£ «fc £ ^ ^Sfc^EffcJB g2fiMj£ 1 

f 

SCID^^^ (8 5M*p, 0*^V7^tAf) K:*fb, NK IB IS <D Sf£ #P 

( 20izg/-^fr:*. Pharmingen) £ t: h SMjg-^itfF B Kllftlfertffi-fr U t hSNBJSS! 
■^■HiCMgtJE* (2.5Gy) <D^MIt^^W b7c#. t h£|BJ3&tf)$:-^3rfTo fc„ tefif 
A^b77x — -S/^icJ; oTfi^bfc^tgifo.^ Lymphoprep (AXIS-SHIELD) l£ 

#bftfcl*t*jl»JI& (PBMC) */cfilH— — O PBMC fr<b 

MMM 2Um<Vjjmr*mn$ bfcCD4HH4jNBja3&»fe Campath-lHT?±iil'I-lS^bfc (^ 

2jS0!J 7-2 #J%) sMli t MSrJEii: bfc 0 pbmci. 2Xio 7 fH^#^-c^^-i-^S¥, 
SBifite TlNNfe 1. 2Xl0 7 -fH^r^4T?^-^i-§S¥s PBMC irPSStt T k fr^fo^ti i 

i.2Xio 7 <® 4Xio 7 fs) £^bT0l£i*)$:#1-£^ ^iU^J&SrJS^bft 

11 0 g -ClRJtftSrfTV^ttW^ffiJK (/mitfjf^^-atf) Sr4H*-t-5» £ ^ 

ISS^it 12 0 g ICtotj-o^iJ^cO^^-tToTCo PBMC 4" Ho 

CD3 G§l£THyS<£>fiJ'£te. *rCCD3fet^ (Pharmingen) "Clfefe b FACSCalibur flow 
cytometer (Becton Dickinson) £r?l!l3£-f"5 ^ tiCX'O , 49. 4%"Cfo 5 - t ^^^-frf 

TO-01 SCID fc h- PBMC ^IIfl$F^^#1-^ 
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cDitmwpfrktB}mi-& rt/,£< (@i6), ffifo(Dm^te\<^x 21 01 

* TiC^EtrLTt (117) 0 PBMC tmm& T 7f=BJ3S^r^i:TS-^^^.7tl¥T:fis ^ 

■mfti*m<vm$%:^i' (mi 6), ±w£#L7t (mi ?) 0 ft.i3 % nispttT^ 

^ L (mi 6), ^^{ei^-i-o^f^Oftffi^^-r- £te4>ftv^ ^r^^n^^^ 

7Co £7t, ^^P<'^'0^'JmB#^*5V^T, PBMC #^S4SlTij;i{k V O ¥ 

^ifflisriii, Tkm^^mm^vumts; ^Tb^tbtifrtK pbmc £ pipt£ t mmm^ 

8 )„ 

£k±(Dj&mfrh, vivo ^v=Vl^^feV^Tptpte T jfcBIJlSrtt PBMC <9 % 

PBMCcD^^^^^fi-§ife?E^^ptPttT*B^^IIlB#{-S-^-ro w £ \c «t IP HSI 

(£»J b^mbfrlzteofco ^ 7c C b CO ^ t h , £rC CD52 «fc <Q 

^$jft?&i?fe i: ft & c t ;6^p£ £ ^TCo 

IS id £ t? s CD52 &:>Y L 7c ^-f A^ S 5E3S#$IJ s 1" ft %> h . fM'Sptt T mm 
CO &{kmm& £ T>7 Ifc 7c (iig^fSit ft £> t^loMik^l^^^M^W^J arfl^i- -5 
i: ^BJ fe^i ft 10 % CD52 (C^-T ^^#r.^^tf CD52 T =f~* b T^Jfe^pfrk p 
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<Unity> 

[1] Claims 1 to 11: (referred to as the invention group [1]) 

[2] Claim 25 : (referred to as the invention group [2]) 

[3] Claim 26 : (referred to as the invention group [3]) 

The matter specifying invention common to the invention groups [1] 
to [3] exclusively resides in a drug having an immunosuppressive effect . 
However, the following drug: 

• an immunosuppressive drug containing as the active ingredient a humanized 
antibody of Campath-1 antibody (seemingly corresponding to"a CD52 agonist 
other than 4C8 antibody" as specified in the invention group [1], and 
to "an anti-CD52 humanized antibody usable as a drug having an 
immunosupprssive effect and an effect of inducing the differentiation 
and/or promoting the proliferation of regulatory T cells • • * " as specified 
in the invention group [2] ) : 

is reported in the documents cited in the column C, for example; 

{*) JP 2-503514 A (Waldman and Harman) 1990.10.25, the whole document, 
p. 3, right lower column, lines 9-14 & EP 328404 Al & WO 89/7452 Al & GB 
2216126 A & AU 8930626 B & US 5846534 A & JP 11-228900 A 

Moreover, a humanized antibody of Campath-1 and a process for producing 
the same are illustrated in the documents cited in the column G: 

(*) WO 02/3 04 60 A2 ( ISIS INNOVATION LTD) 2002.04-18, the whole document 
& AU 2.001/93995 B & EP 1324771 Al & JP 2002-510827 A 

(*) WO 00/10603 Al (UNIV LELAND STANFORD JUNIOR) 200.03.02, the whole 
document & EP 1107789 Al & JP 2004-503463A 

(*) JP 2 0 00-50 6723 A ( ISIS INOVATION LTD) 2000.06.0 6, the whole document 
& WO 97/31024 Al & AU 9718851 B & EP 970127 Al & US 2002/48578 A 

and, therefore, had been publicly known before the priority date of 
the present case too. 



4C8 antibody (seemingly corresponding to "a drug having an 
immunosupprssive' effect and an effect of inducing the differentiation 

and/or promoting the proliferation of regulatory T cells "as specified 

in the invention group [3] ) 

is also reported in the documents cited in the column C, for example; 

(*) MASUYAMA, J. et al., "A novel costimulation pathway via the 4C8 
antigen for the induction of CD4+ regulatory T cells" J. Immunol., (2002) 
vol. 169, no. 7, p. 3710-3716 

Based on the statements in these documents, it appears that there 
is no special technical feature common to the invention groups [1] to 
[3] and thus these groups of inventions are not considered as a group 
of inventions so linked as to form a single general inventive concept. 
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<Statement in claims and description> 

Claims 1 to 9 and 11 relate to medicinal compositions for 
immunosuppression which contain, as the active ingredient r a compound 
having a desired property as xv a CD52 agonist" other than 4CS antibody. 
Although claims 1 to 9 and 11 involve any compounds having the property 
as >A a CD52 agonist" as described above, only the employment of a publicly 
known Campth-1 antibody , among the claimed compounds, is supported by 
the description in the meaning within PCT Article 6 and disclosed therein 
in the meaning within PCT Article 5. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, the space of the compounds having 
the property as "a CD52 agonist" cannot be specified. Thus, the above 
claims do not comply with the requirement of clearness within PCT Article 
6 too . 

Such being the case, the search was made mainly on the Campath-1 antibody 
as set forth in claim 10 which is employed in practice in the description 
as "a CD52 agonist' 7 other than 4C8 antibody. 
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